This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 



BLACK BORDERS 

TEXT CUT OFF AT TOP, BOTTOM OR SIDES 
FADED TEXT 
ILLEGIBLE TEXT 
SKEWED/SLANTED IMAGES 
COLORED PHOTOS 

BLACK OR VERY BLACK AND WHITE DARK PHOTOS 
GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 
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300 



DETERMINE AT UjAST ONE 
PREDICTOR VARIABLE IMA 
TIME-DEPENDENT MEASUREMENT 
PROFILE ASSOCIATED VrTTH THE 
7pW AND/OR RETENTION 

of-gsbss*- tj 
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DELAY OR 


NO 


CHANGE 




TREATMENT. 





IS THE 
B10K1NET1C0R 
METABOLIC 
RESPONSE 
FAVORABLE]/ 





YES 




1 r 


DELIVER A 
DESIRED 
TREATMENT. 
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EVALUATE METABOLIC F^^^" 



ACTWnY 
OF THE SUBJECT. 



GENERATE 
PHARMACOKINETIC 

AND/OR ... 
PHARMACODYNAMIC 

DATA 



! ASSESS THE UKFJY 
' EFFICACY OF A 
PLANNED OR 
DELIVERED THERAPY. 



306 



I 3a.\ _\ 
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Administering a fluor- 
labeled analyte to a subject. 
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Varying the intensity of the 

excitation signals in a 
predetermined manner to 
generate optical profiling 
data of the response of the 
tissue proximate the 



iffl 



The sensor is implanted in 
or proximate to a tumor. 



The sensor is adapted to be 
- implanted at any suitable 
depth, such as between 
about 5-20 cm below the 
skin of a patient 
411 



Figure )4 |*-| 



Repetrvefy emitting 
excitation fight from an 
implanted sensor over a 
desired monitoring period. 
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Detecting fluorescence 
intensity in response to the 
excitation light using the 
implanted sensor that 
outputs the excitation light. 

4joa 



Using data associated with the 
detected fluorescence intensity to 
perform at least one of: (a) calculate 
the concentration or dose of the 
anafyte received proximate to the 
implanted sensor site; (b) evaluate 
the pharmacodynamic or 
pharmacokinetic activity of the labeled 
analyte; (c) confirm Ab attachment to 
a tumor site; (d) monitor a non-target 
sits to confirm it Is not unduly affected 
by a therapy; (e) monitor tor changes 

in cellular properties; (f) use the 
calculated dose or concentration data 
to adjust or customize a therapeutic 
amount of an analyte administered to 

the subject; (g) confirm micelle 
concentration at a target site and then 
stimulate toxin release based on the 
confirmation; and (h) monitor for the 
expression of a protein produced from 
a gene therapy modification. 
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Puising a laser diode 
disposed in the implanted 
sensor to generate the 
excitation fight 
4flZ 



The laser diode can be 
operated with between 
about a 1-10% duty cycle 
to generate the excitation 
fight 
412 



The repeated emissions of 

the excitation light and 
associated detecting steps 
are carried out at spaced 
apart intervals over at least 
1 hour, and typically over a 
24-48 hour monitoring 
period. 
414 



1505 



Processor 
1510 



C 
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V 



Computation Module(s) for 
Evaluating a Subject's In 
Vivo Response to a 
Fluorescent Analyte 
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Application Programs 
1554 



Operating 
System 
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I/O Device 
Drivers 
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Memory 
1514 



Light Emitting 
Device 
1520 



Figure 15 



